Insomnia is the second most common medical complaint with almost one half of the older adults experiencing symptoms of insomnia on a few nights a week Insomnia is an inability to get the amount of sleep needed to function efficiently during the daytime. People with insomnia will often experience difficulty falling asleep, frequent awakenings during the night, early morning awakenings, insufficient sleep, day time exhaustion, lack of concentration, nervousness, depression and forgetfulness. It affects millions of people about onethird of the adults in the United States. Many older people suffer from insomnia since it tends to increase with age and occur more frequently in people over age 60.
Insomnia is rarely a "primary disease"-meaning an isolated medical or mental illness-but rather a symptom of another illness to be investigated by a person and their medical doctors. In other people, insomnia can be a result of a person"s lifestyle or work schedule.
There are different types of insomnia. Insomnia can be caused by many different conditions other than age, for example, an underlying physical or medical problem, stress, depression or other mental disorder, environmental noise, extreme temperatures, a change in the surrounding environment, medication side effects,
ABSTRACT:
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shift work or other night-time activity schedules, or jet lag.
Management of acute insomnia has traditionally involved pharmacotherapy. The use of such agents is common practice for both acute and chronic insomnia. Despite the fact that the benzodiazepines (BZP) such as temazepam and diazepam are used in the treatment of insomnia but on chronic use they are associated with tolerance, dependence, residual daytime sedative effects, cognitive and psychomotor impairment, and discontinuation syndromes including rebound insomnia and withdrawal symptoms. For this reason, BZD use should be judicious and is replaced by Zolpidem, a novel non-benzodiazepine hypnotics of Imidazopyridine class that has various advantages over benzodiazepines. Chronic administration of zolpidem produces neither tolerance to its sedative effects nor signs of withdrawal when the drug is discontinued. Also it has little effect on the stages of sleep in normal human subjects. The drug is as effective as benzodiazepines in shortening sleep latency and prolonging total sleep time in patients with insomnia. Tolerance and physical dependence develop only rarely and under unusual circumstances. So Zolpidem is an effective option with a reduced risk for dependence in the treatment of insomnia. 
Definition of insomnia

Epidemiology of insomnia:-
Insomnia is the most common sleep disorder and one of those with the greatest health and social significance. The patient with insomnia complains primarily of dissatisfaction with the quality and or quantity of sleep. This dissatisfaction may stem from the difficulty in falling or staying asleep throughout the night, or the number of times patients wake up during the night.
To understand the epidemiology of insomnia it helps to understand the clinical relevance of this disorder.
Prevalence of Insomnia:-
Insomnia, or inability to sleep, is the most commonly reported sleep problem in the industrialized world.
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Estimates suggest that between 40 and 70 million Americans are affected by either intermittent or chronic sleep problems, representing approximately 20 percent of the population. 7 The Sleep in America Poll, conducted by the National Sleep Foundation, revealed that almost 50 percent of people surveyed had complaints of frequent insomnia, but only 6 percent were formally diagnosed. 8 Moreover, approximately, 30 to 35 percent of respondents complained of nightly insomnia. The most prevalent symptoms of insomnia, experienced at least a few nights a week by people with insomnia, include waking up feeling unrefreshed (34%) and being awake often during the night (32%). The symptoms of difficulty falling asleep and waking up too early are less common, but still experienced at least a few nights a week by about one-fourth of adults with insomnia (23 to 24%).
There is emerging evidence that short-term sleep deprivation, under strict experimental conditions, is associated with a variety of adverse physiological and cognitive effects. Decrements in memory, concentration and executive function have been reported. There is also an increased risk of injury and accidents. Physiological effects resulting from sleep deprivation include hypertension, activation of the sympathetic nervous system, altered glucose metabolism and increased inflammatory markers. Sleep deprivation is associated with excessive sleepiness. Acute insomnia, however, may not equate to sleep deprivation. There is no evidence to suggest that patients with insomnia experience similar changes. Furthermore, it is not yet clear from the evidence what the physiological consequences of chronic insomnia are or if there is a process of adaptation that occurs in individuals with chronic insomnia. Thus, further research is needed in the area of chronic insomnia to determine what impact chronic insomnia has on health.
Risk Factors for Insomnia:-
Although some risk factors and etiologies of insomnia have been identified, the nature of the relationships has not been fully elucidated. Some risk factors for insomnia that have emerged from data related to insomnia include female gender and old age. 9 Additional risks factors include:- 
Classification of Insomnia:-
There are many ways to classify insomnia, but for practical purposes they can be classified according to etiology, time of night when it occurs or duration.
According to etiology:-
 Primary insomnia:-Which doesn"t have a clearly identifiable etiological factor or is not associated with any other medical condition.  Secondary insomnia:-SI is the term given to cases of insomnia that appear to be secondary to other distressful conditions or secondary to substance use. "Secondary" in this context means that another condition causes and maintains the insomnia. Insomnia cases where no causal link exists, but where insomnia and another condition co-occur yet function independently, are referred to as "comorbid". If an insomnia state is clearly secondary to another condition, then presumably, the insomnia will subside if the primary condition is successfully treated, but data to support this SI conceptual scheme are scarce, calling into question the concept of causal influence in supposed SI.
According to duration:-
 Transient insomnia:-Lasting less than a week. This is the most common and widespread form among the population. In a period of one year, about one-third of adult population have a problem with insomnia, and, of those, about halve have what is known as transient insomnia. It is often associated with precipitating stressors (e.g. environmental causes, sudden changes in sleeping time, occasional physical stress, and emotional crisis) and when they disappear sleep returns to normal.  Short term or acute insomnia:-Lasting between one and four weeks. It is related to stress factors, but longer lasting than for transitory insomnia.  Chronic insomnia:-Lasts for four or more weeks and may be due to intrinsecal cause in the organism e.g. a long term physical or psychiatric illness or it may have no apparent underlying cause.
According to time of night when it occurs:-
 Falling asleep:-The patient"s complaints refer to difficulties in starting sleep. This is the most common form of insomnia associated with medical problems, drug abuse, or certain psychiatric disorder such as anxiety disorder. Such types of insomnia usually occur in the young. The assessment of insomnia:-An insomnia assessment includes a thorough sleep, medical and psychiatric history. 10 The sleep history can begin with a chronological review of sleep starting with childhood and may also include: identifying any factors that precipitated the insomnia (and whether these factors are still present), current life stressors, factors currently thought to be contributing to insomnia, a description of a typical 24-hr period in terms of sleep behaviours and schedule, how often a typical night occurs, how a bad night differs from a good night, if there are any identifiable weekly, monthly or seasonal sleep patterns, what has been tried to correct the sleep disturbance and to what extent such strategies worked. A sleep history also includes questions to rule out other possible sleep disorders. Differential diagnosis also includes distinguishing the primary insomnias from a co-morbid insomnia. Some of these conditions do warrant targeted intervention prior to treating the presenting insomnia. Typical exclusions for initiating insomnia treatment include untreated or unstable medical, psychiatric or substance abuse conditions (e.g., gastroesophageal reflux disease, cardiopulmonary disorders, seizure disorders, some neuroendocrine disorders, sleep apnoea, bipolar disorder, severe mental illness, active substance dependence). It is imperative to note that co-morbid insomnia may nonetheless be treated in conjunction with the treatment of a "primary" disorder or even as a front line intervention. Numerous self-report instruments exist for the assessment of sleep disturbance. Among the most widely used are the Pittsburgh Sleep Quality Index,
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which provides a global assessment of sleep, and the Insomnia Severity Index, 12 
Although not as informative as a full night polysomnograhic recording, actigraphy can corroborate or replace sleep diary data. Unless paradoxical insomnia or another sleep disorder (e.g., sleep apnoea) is suspected, polysomnography is not indicated in the assessment of insomnia. An important consideration for the general, family, or other primary care practitioner is that any evaluation of sleep is not the norm in standard practice. Therefore, even asking a simple question such as "how are you Sleeping?" can begin to unmask chronic insomnia. Given the prevalence of insomnia, this can be a valuable conversation starter that leads to a more thorough sleep assessment or a referral based on the providers preference for managing insomnia in their practice.
Insomnia severity index:-
Pathophysiology of insomnia:-
There is currently no single, cognitive-behavioural model of insomnia. Instead, a number of related and overlapping models are available. All such models consider insomnia a condition that develops over time, is related to maladaptive behaviours and cognitions, and becomes chronic unless treated aggressively in its acute phase. Spielman and colleagues 13 set forth what has become known as the "3-P Model" of insomnia, which is essentially a diathesis-stress model. The model suggests that (i) individuals may be primed to develop insomnia by individual predisposing characteristics, such as various forms of hyperarousal and/or tendency to worry or ruminate, (ii) precipitating factors, such as stressful life events and/or new illness, initiate an episode, and (iii) predisposing factors, such as maladaptive coping strategies like napping or extending time in bed beyond the usual sleep window despite being asleep less, result in conditioned arousal and chronic insomnia.
Hyperarousal, circadian dysrhythmia, and homeostatic dysregulation of sleep are each thought to contribute to the occurrence of insomnia. The largest body of work exists for hyperarousal conceptualized as either elevated basal levels or as a failure to downregulate at night and further construed along somatic/ physiologic, cognitive, and cortical/neurophysiologic dimensions.
14 In terms of physiologic arousal, patients with insomnia have been shown to have elevations of heart rate, galvanic skin response, sympathetic arousal (as measured by heart rate variability), and increased hypothalamic-pituitaryadrenal (HPA) axis activity. In terms of cognitive arousal, patients with insomnia are more prone to generalized worry, sleep-related worry, and selectively attend to and monitor insomnia symptoms. In terms of cortical/neurophysiologic arousal patients with insomnia exhibit increased high frequency EEG activity at or around sleep onset and during non-rapid eye movement (REM) sleep, elevated whole brain metabolism across waking and non-REM sleep 15 , and smaller metabolic declines than normal in the ascending reticular activating system, in the hippocampus, the amygdala and anterior cingulated cortex during the wake to sleep transition.
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As far as circadian dysregulation is concerned, research suggests that chronobiologic abnormalities, in the form of phase shifts of the core-body temperature rhythm, are /related to sleep initiation or maintenance problems. These shifts are similar to but smaller than those seen in full-fledged circadian rhythm disorders of sleep. It actually reset the "biological clock". Patients with Primary Insomnia, as compared to good sleepers, tend to exhibit homeostatic abnormalities. First, sleep propensity is measured by the multiple sleep latency test 17 
Insomnia
. Their use, however, is also associated with next-day sedation and impaired cognitive and psychomotor function, ataxia, slurred speech, inattention, risk of tolerance, abuse, withdrawal syndrome and dependence following extended use 20 . So, benzodiazepines have not been satisfying due to these associated side effects. And, these are the major limiting factors for their use.
Over the past years we have observed clinical and scintigraphic improvement in insomnia patients after administration of 10 mg zolpidem with reduced risk of tolerance, dependence and rebound insomnia.
Zolpidem:-
-a] pyridine-3-acetamide hemitartrate) is a stable, water-soluble, microcrystalline solid with a molecular weight of 392.4 (weight of salt). Its structural formula is shown in Fig 1. The medicinal chemistry program that led to the discovery of zolpidem an Imidazopyridine derivates has been described by George et al.
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The aim of the drug discovery program that led to zolpidem was to identify a non-benzodiazepine compound that would show a rapid-onset, short-duration hypnotic effect and would bind to benzodiazepine (BZ) receptors. Zolpidem has these characteristics 22 , but during the course of the pharmacological evaluation of the compound it was found that both, its pharmacological profile and its mechanism of action, differed in potentially significant ways from those of the benzodiazepines themselves. 
Mechanism of action:-
Zolpidem tartrate belongs to the Imidazopyridine group of compounds and is structurally unrelated to other hypnotic agents. Zolpidem tartrate selectively binds the omega-1 receptor subtype (also known as the benzodiazepine-1 subtype) which is the alpha unit of the GABA A receptor complex. Whereas benzodiazepines non-selectively bind all three omega receptor subtypes, zolpidem tartrate preferentially binds the omega-1 subtype. The modulation of the chloride anion channel via this receptor leads to the specific sedative effects demonstrated by zolpidem tartrate i.e. the preservation of deep sleep (stage 3 and 4 slow wave sleep).
Pharmacokinetic properties:-
It has both a rapid absorption and onset of hypnotic action. Peak plasma concentration is reached at between 0.5 and 3 hours. Following oral administration, bioavailability is 70% due to a moderate first pass metabolism. The elimination half-life is short, with a mean value of 2.4 hours (+ 0.2 h) and a duration of action of up to 6 hours. Its pharmacokinetic profile is linear in the therapeutic dose range, and is not modified upon repeated administration.
Protein binding amounts to approximately 90%. The volume of distribution in adults is 0.54 ± 0.02 L/kg and decreases to 0.34 ± 0.05 L/kg in the very elderly. The main cytochrome P450 enzyme involved in the hepatic biotransformation of zolpidem tartrate is CYP3A4. CYP1A2 and CYP2D6 contribute minimally to the metabolism of zolpidem. All metabolites are pharmacologically inactive and are eliminated in the urine (56%) and in the faeces (37%). Furthermore, they do not interfere with zolpidem tartrate plasma binding. Zolpidem tartrate did not accumulate in young adults following nightly dosing with 20 mg zolpidem tartrate tablets for 2 weeks.
A food-effect study in 30 healthy male volunteers compared the pharmacokinetics of zolpidem tartrate 10 mg when administered while fasting or 20 minutes after a meal. Results demonstrated that with food, mean AUC and C max were decreased by 15% and 25%, respectively, while mean T max was prolonged by 60% (from 1.4 to 2.2 hr). The half-life remained unchanged. These results suggest that, for faster sleep onset, ZOLPIDEM should not be administered with or immediately after a meal.
In the elderly, the recommended dose for ZOLPIDEM is 5 mg. This recommendation is based on several studies in which the mean C max , T 1/2 and AUC were significantly increased when compared to results in young adults. Zolpidem tartrate did not accumulate in elderly subjects following nightly oral dosing of 10 mg for 1 week. 
Efficacy of zolpidem in Insomnia:-
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Zolpidem"s activity has been evaluated using subjective assessments in which patients responded to questionnaires concerning the latency, quality, and duration of their sleep. In such studies, zolpidem was reported to reduce sleep latency, increase duration, and produce more satisfying sleep. These findings have been confirmed in trials using objective polysomnographic methods in which sleep latency and nocturnal awakenings were reduced and sleep duration was increased. These studies have also reported that sleep architecture was not disrupted during a night of zolpidem-assisted sleep. Analyses of the microstructure of sleep have also been carried out using measures of the cyclic alternating pattern (CAP). CAP rate is significantly correlated with the subjective appreciation of sleep quality even in the absence of significant macrostructural alterations. 26 Zolpidem was found to reduce the increased CAP rate shown in the disturbed sleep of insomniac patients and to attenuate the instability of the sleep patterns produced by noise. 27 In seeking to develop zolpidem as a rapid-onset, shortduration hypnotic, a major aim was to identify a drug that would not give rise to impairments in performance the day after a night of drug-assisted sleep. Such next-day effects have been a significant cause for concern with some hypnotic barbiturates and benzodiazepines. A number of studies were therefore carried out to investigate next-day alertness and psychomotor performance with zolpidem.
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The results of these studies showed that when appropriate doses of zolpidem (5 to 10 mg) were taken at bedtime there were minimal effects on cognitive or psychomotor performance or daytime drowsiness the next morning.
Safety of zolpidem in Insomnia:-
Before registration and marketing, zolpidem was tested in the appropriate toxicological screens in experimental animals. The results showed that the compound was extremely well tolerated with a large therapeutic ratio.
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In the clinic, controlled trials and postmarketing surveillance have confirmed the positive safety profile.
30,
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Zolpidem is also safe in overdose; Garnier et al.
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reported in a review of 344 cases of intentional, acute overdose that the effects were generally benign, requiring no specific measures except support and perhaps gastric lavage. In post-marketing surveys most reported adverse events were CNS related and not unexpected for a hypnotic drug (e. g. drowsiness or sedation). Gastrointestinal events such as nausea are also reported occasionally, particularly at higher doses. It has been suggested, in fact, that such effects may limit the abuse potential of zolpidem. Rebound insomnia following cessation of a course of hypnotic treatment, which has been reported to be a problem with some other drugs in this class, is also of minimal significance when zolpidem is used at the correct doses and for an appropriate duration
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. It has various advantages over benzodiazepines. Its higher selectivity towards α-1 subunits of the GABA A receptor can be identified as cause of more specific sleep-related actions and reduction of some undesired adverse effects. Although chronic administration of zolpidem produces neither tolerance to its sedative effects nor signs of withdrawal when the drug is discontinued. Unlike the benzodiazepines, zolpidem has little effect on the stages of sleep in normal human subjects. The drug is as effective as benzodiazepines in shortening sleep latency and prolonging total sleep time in patients with insomnia. After discontinuation of zolpidem, the beneficial effects on sleep reportedly persist for up to 1 week. Tolerance and physical dependence develop only rarely and under unusual circumstances.
35, 36 Indeed, zolpidem-induced improvement in sleep time of chronic insomnia was sustained during as much as 6 months of treatment without signs of withdrawal or rebound after stopping the drug. 37 Nevertheless, zolpidem is approved only for the short-term treatment of insomnia.
CONCLUSION:
Insomnia is the most common sleep disorder. The inability to attain restful sleep in adequate amounts imposes a host of negative consequences. Its impact on financial, social and psychological status of patients and their caregivers cannot be ignored. Moreover, there is large degree of morbidity (medical and psychiatric) that comes with chronic insomnia. Thus finding a novel way to tackle these health problems is the need of present times. Although, Conventional treatment for insomnia includes drugs that exert a depressant effect on the CNS, and psychological therapy. Most of the drugs prescribed for insomnia involve some risk of overdose, tolerance, habituation, and addiction. So, as alternative therapies, zolpidem a novel non-benzodiazepine is an effective option with a reduced risk for dependence in the treatment of insomnia. Zolpidem is less likely to have the drawbacks of conventional drugs. Patients who suffer from longer term insomnia and have predominantly sleep maintenance problems, such as those with psychiatric or medical illnesses, are particularly challenging for clinicians, because little research has been conducted in these patient populations with either behavioural therapy or pharmacotherapy. Although zolpidem is an effective option with reduced risk for tolerance, rebound phenomenon and dependence, and has a positive impact on subjective next-day functioning, more research is needed to improve the therapeutic armamentarium for difficult-to-treat patients as well as to determine the long-term benefits of treating insomnia.
